Introduction {#sec1-1}
============

Cutaneous drug eruption is the most common adverse drug reaction attributed to a drug. Fixed drug eruption (FDE) represents the most common cutaneous adverse drug reaction in Indian patients.\[[@ref1]\] It is mainly characterized by skin lesions that recur at the same anatomic sites upon repeated exposures to an offending agent.\[[@ref2]\] The drugs most commonly implicated in FDE are analgesics and antibiotics. We report an FDE occurring secondary to fluconazole intake.

Case Report {#sec1-2}
===========

A 33-year-old male presented to the skin OPD with a history of rash since one day. The rashes were associated with burning and itching. History of drug intake (tab fluconazole 150 mg) for tinea cruris one day back at 9 pm was followed by itching with rash at 2 am at night. There was a history of similar lesions in the past due to some medication for a similar dermatological complaint. There was no history of fever or any medications. On cutaneous examination, well-defined erythematous plaques of varied sizes were present over the chest, back, lower limbs, and lips \[[Figure 1](#F1){ref-type="fig"}\]. The largest over the chest was 10X10 cm. No involvement of the genitalia was present. A patch test done with the offending drug was positive. Complete blood count and biochemical investigations were normal. The causality assessment was carried out using the Naranjo ADR probability scale or WHO-UMC causality assessment scale \[Tables [1](#T1){ref-type="table"} and [2](#T2){ref-type="table"}\]. A diagnosis of FDE to fluconazole was made and the patient was told to stop the offending agent and was started on oral antihistamines and topical steroids with complete recovery in five days.
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Discussion {#sec1-3}
==========

FDE is a distinctive drug-induced dermatosis with a characteristic recurrence at the same sites of the skin or mucous membrane after repeated administration of the causative drug.\[[@ref2]\] It was first described by Bourns in1889; five years later, it was termed by Brocq as "eruption erythemato-pigmentee fixe".\[[@ref3]\] FDE represents the most common cutaneous adverse drug reaction in the Indian scenario.\[[@ref1]\] This adverse drug reaction seems to be more common in this part of the world, probably reflecting a predisposing genetic background.\[[@ref4]\] FDE is believed to be a lymphocyte CD8-mediated reaction, wherein the offending drug may induce local reactivation of memory T cell lymphocytes localized in epidermal and dermal tissues and targeted initially by the viral infection.\[[@ref5]\] The most common drugs causing FDE are antibiotics (trimethoprim-sulfamethoxazole, tetracycline, penicillin, and erythromycin), followed by nonsteroidal anti-inflammatory drugs (NSAIDs; diclofenac sodium, aspirin, naproxen, and ibuprofen).\[[@ref2]\]

FDE characteristically recurs in the same site or sites each time the drug is administered, and the number of sites may increase with subsequent exposure.\[[@ref2]\] FDE presents mainly as sharply marginated, round or oval itchy plaques of erythema and edema becoming dusky violaceous or brown, and sometimes vesicular or bullous.\[[@ref2]\] Most of the reactions occur within 30 minutes to one day of drug exposure.\[[@ref2][@ref4]\] The lesions may be solitary or multiple. The most common sites are the genitalia in males and the extremities in females.\[[@ref4]\] Lesions can also be seen on the perianal, periorbital, and trunk.\[[@ref2]\] They may be bullous, pigmented, or nonpigmented. Pigmented lesions can be seen in pigmented individuals and heroin addicts. Nonpigmented lesions are reported with pseudoephedrine use.\[[@ref6]\]

Histologically, FDE is characterized by marked basal cell hydropic degeneration with pigmentary incontinence. Scattered keratinocyte necrosis with eosinophilic cytoplasm and pyknotic nucleus (civatte bodies) are seen in the epidermis. Infiltration of lymphocytes, histiocytes, and neutrophil polymorphs is evident in the upper dermis.\[[@ref7]\]

As most case reports concern suspected adverse drug reactions, pharmacovigilance can be problematic. Also, adverse reactions are rarely specific for the drug without specific diagnostic tests and a rechallenge is rarely ethically justified.\[[@ref8]\] Therefore, certain causality assessment scales regarding drug reaction have been described like the Naranjo ADR probability scale or the WHO-UMC causality assessment system.\[[@ref8][@ref9]\] In our case, the association was 'definite' and 'certain' as per the Naranjo scale and WHO-UMC causality assessment system, respectively. For nonimmediate drug reactions like FDE, patch tests, together with delayed-reading intradermal tests, lymphocyte transformation tests (LTTs), and oral challenges can be used in selective cases.\[[@ref10]\] Treatment includes stopping the offending drug with topical steroids, emollients, and oral antihistamines.\[[@ref2]\]

Fluconazole is one of the most common drugs used in dermatology practice. It is a triazole which acts on lanosterol 14 α-demethylase and inhibits the conversion of lanosterol to ergosterol.\[[@ref11]\] The adverse effects most frequently reported are nausea, headache, vomiting, and self-limiting biliary hepatitis.\[[@ref11]\] The most common cutaneous adverse effect is skin rash. Severe cutaneous reactions like Stevens Johnson syndrome, acute generalized exanthematous pustulosis, toxic epidermal necrolysis, and erythema multiforme have been reported.\[[@ref12]\] FDE to fluconazole is very rarely reported, with 13 cases reported till date.\[[@ref13][@ref14]\] Cross-reactions may occur with structurally related agents, such as itraconazole.\[[@ref15]\]

Therefore, this case is presented for its rarity and also to create awareness about the various side effects associated with this very commonly prescribed medication.
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